Planning and execution of the project was carried out in four phases: (1) assignment, (2) scoping, (3) assessment, and (4) the consensus conference itself. In the assignment phase, the entities and their roles were defined and participants were nominated and invited. In the scoping phase, the scope and protocol for the conference were defined. The Scientific Committee identified the topics, formulated the questions to be addressed, and defined the three corresponding workgroups (clinical history, electro-clinical features, etiologic and pathogenic background). In the assessment phase, the Scientific and Technical Committees carried out a systematic review with evidence mapping, to assess the state-of-knowledge on the syndrome. They then sent to each Workgroup participant a detailed summary of the systematic review with evidence mapping, the questions, and the abstracts of the most prominent studies, classified by topic and study design. Each workgroup, led by either one or two participants, produced draft answers to be discussed during the Consensus Conference.
Search strategies
Pubmed search strategy Categories used for classification of studies by topic 1. Proof of concept, i.e., studies referring to the early development of the concept of NFLE and ADNFLE; 2. Etiology of NFLE and ADNFLE (including genetic studies) 3. Epidemiology 4. Clinical features 5. Electroclinical features 6. Diagnosis (including only true diagnostic studies: i.e., reliability studies, diagnostic accuracy studies) 7. Prognosis (including only studies with a proper design: i.e., case-control studies, cohort studies) 8. Therapy 9. Boundary topic: studies dealing with conditions strictly related to NFLE or manifesting as NFL seizures.
Data extraction and analysis plan
The following data were extracted from each included study independently by two of the three reviewers, and then descriptively analysed. Disagreements were resolved by discussion. 1. Nationality of the study 2. Year of publication 3. Study design 4. Number of included patients 5. Age of patients (children / adults) 6. Category of patients (ADNLFE; NFLE) 7. Topic 8. Definition of NFLE Categories used for classification of study design 1. Case report / family report 2. Case series / family series 3. Cross-sectional study 4. Case-control study 5. Cohort study (either prospective or retrospective) 6. Clinical (non-randomized) controlled trial 7. Randomized controlled trial Studies on NFLE-related topics have been published since the early 1970s with an increasing trend and more than 100 studies in the last decade (See Figure e-1). Seventy per cent of studies have involved European research groups, the majority of them from Italy (See Table e 1970-1974 1975-1979 1980-1984 1984-1989 1990-1994 1995-1999 2000-2004 2005-2009 2010-2014 included boundary e4 Each study is graded according to its risk of bias from class I to class IV (with I highest quality and IV lowest quality). Risk of bias is judged by assessing specific quality elements (i.e. study design, patient spectrum, data collection, masking, etc.) for each clinical topic (causation, diagnostic accuracy, prognostic accuracy, therapeutic). As this classification does not consider molecular genetic studies, they were assessed using the checklist proposed for molecular studies from the Clinical Genetics Society e5 which also provides a four-level classification scheme with decreasing quality from 1 to 4) by assessing specific quality elements (e.g., study design, evidence of altered function of a gene product, evidence of genomic structure conserved across species).
